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VAR Gl=CY/SI 
VAR G2=X/13/16 
NODE ATTRIBUTES: 
DEFAULT MLEVEL IS ATOM 
DEFAULT ECLEVEL IS LIMITED 

GRAPH ATTRIBUTES: 

RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 17 

STEREO ATTRIBUTES: NONE 
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VAR G1=CY/SI 
VAR G2=X/13/16 
NODE ATTRIBUTES: 
DEFAULT MLEVEL IS ATOM 
DEFAULT ECLEVEL IS LIMITED 

GRAPH ATTRIBUTES: 

RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 17 

STEREO ATTRIBUTES: NONE 
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NODE ATTRIBUTES: 
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NUMBER OF NODES IS 17 
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VAR G1=CY/SI 
VAR G2=X/13/16 
NODE ATTRIBUTES: 
DEFAULT MLEVEL IS ATOM 
DEFAULT ECLEVEL IS LIMITED 



GRAPH ATTRIBUTES: 

RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 17 
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BAr? 



AB Potent transition-metal complexes, e.g* I (BArF = tetrakis (3, 5- 
bis (trifluoromethyl) phenyl) borate; R= Si(t-Bu)Me2, Si(iPr)3, 
Si (t-Bu) Ph2) , for asym. catalysis are formed from readily accessible N,P 
ligands constructed from basic N-heteroaryl building blocks. Their simple 
assembly should not be misconstrued: they posses several handles by which 
to tune both steric and electronic parameters. The potential of these 
ligands is demonstrated by the high levels of enantioselection they induce 
in such divergent processes as asym. hydrogenation and the Heck reaction. 
The crystal structures of I were determined 

IT 664994~92~7P 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 

( Reactan t or reag ent) 

(synthesis of versatile chiral imihophosphine ligands derived from 
pyridine and quinoline and their cationic iridium complexes for asym. 
catalysis) 
RN 664994-92-7 CAPLUS 

CN 2-Quinolineethanol, p- [ [ (1, 1-dimethylethyl) dimethylsilyl] oxy] 
4-methylbenzenesulfonate (ester), (PR)- (9CI) (CA INDEX NAME) 
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ylphenoxy) ethylamino) -l-pyridin-3-ylethanol 
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Pfizer Products Inc., USA 
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LS, MW, MZ, SD, SL, SZ, TZ, UG, ZM, ZW, AT, BE, BG, 
DE, DK, EE, ES, FI, FR, GB, GR, HU, IE, IT, LU, MC, 
SI, SK, TR, BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, 
SN, TD, TG 

Al 20031023 US 2003-373492 20030225 

US 2002-360252P P 20020227 

ion provides an anhydrous crystal form of 
-4-ylphenoxy) ethylamino) -l-pyridin-3-ylethanol tosylate 
form of the monohydrate of such a tosylate salt. 



processes useful in the preparation of the crys"tal f orms7p~lTa-rmac-eutical 
composition 

comprising the crystal forms, methods of treating p3-adrenergic 
receptor-mediated diseases in a mammal using such crystal forms. Thus, 
(R) -2- (2- (4-oxazol-4-ylphenoxy) ethylamino) -l-pyridin-3-ylethanol in MeOH 
was treated with p-toluenesulf onic acid monohydrate to give I. The 
crystal structure of I was determined 

IT 591214-75-4P . ^ 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); RACT 

(Reactant or reagent) 

(crystal forms of (oxazolylphenoxy) ethylaminopyridinylethanol) 

RN 591214-75-4 CAPLUS 

CN Pyridine, 3- [ (IR) -2-bromo-l- [ [ (1, 1-dimethylethyl) dimethylsilyl] oxy] ethyl] - 
(9CI) (CA INDEX NAME) 
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AB (R) -2- (2- (4-oxazol-4-ylphenoxy) ethylamino) -l-pyridin-3-ylethanol tosylate 
and tosylate hydrate were prepared as p3-adrenergic receptor agonists 
(no data). Thus, a stirred mixture of (R) -3- I2-bromo-l- ( tert- 
butyldimethylsilanyl) ethyl] pyridine, 2- (4-oxazol-4-ylphenoxy) ethylamine, 
and (Me2CH)2NH in Me2S0 was heated at about 90"* for 18 h to give 
56% (R) - (2-tert-butyldimethylsilanoxy-2-pyridin-3-ylethyl) - [2- ( 4-oxazol-4- 
ylphenoxy) ethyl] amine. This was stirred with Bu4NF in THF to give 52% 
deprotected product, which was stirred with TsOH.H20 in MeOH to give 74% 
(R) -2- [2- ( 4-oxazol-4-ylphenoxy) ethylamino] -l-pyridin-3-ylethanol tosylate. 
591214-75-4P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); RACT 

(Reactant or reagent) 

(preparation of oxazolylphenoxyethylaminopyridinylethanol tosylate as a 

p3-adrenergic receptor agonist) 
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Pyridine, 3- [ (IR) -2-bromo-l- [ [ (1, 1-dimethylethyl) dimethylsilyl] oxy] ethyl] - 

(9CI) (CA INDEX NAME) 
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AB Title compds. (I; Q = oxazolyl, pyrazolyl, thiazolyl) were prepared by (1) 

reduction of 2-bromo-l-pyridin-3-ylethanone using Absidia cylindrospora ATCC 
22751 to give (R) -2-bromo-l-pyridin-3-ylethanol, (2) protection of the 
latter, (3) coupling of the 0-protected derivative with H2NCH2CH2C6H4Q-4, 

and 

(4) deprotection. Thus, 2-bromo-l-pyridin-3-ylethanone hydrobromide was 
contacted with cultures of Absidia cylindrospora ATCC 22751 to give 9.6% 

(R) _2-broino-l-pyridin-3-ylethanol in >91.2% enantiomeric excess. The 
latter was silylated with tert-butyldimethylsilyl chloride (58%) and the 
product was heated with 2- (4-oxazol-4-ylphenoxy) ethylamine and 
diisopropylethylamine in Me2S0 at about 90 for about 18 h to give 
56% (R) - {2-tert-butyldimethylsilanoxy-2-pyridin-3-ylethyl) [2- ( 4-oxazol-4- 
ylphenoxy) ethyl] amine. Deprotection with Bu4NF in THF gave 52% 

(R) _2- [2- (4-oxazol-4-ylphenoxy) ethylamino] -l-pyridin~3-ylethanol in >99 . 9% 
excess . 
IT 591214-75-4P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reac tant o r reagent) 

fermentation of pyridinylbromoethanone to bromopyridinylethanol using 

Absidia 

cylindrospora ATCC 22751) 
RN 591214-75-4 CAPLUS 

CN Pyridine, 3- [ (IR) -2-bromo-l- [ [ ( 1, 1-dimethylethyl) dimethylsilyl] oxy] ethyl] - 

(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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preparation of (oxazolylphenoxyethylamino) pyridinethan 
ol for treatment of p3-adrenergic 
receptor-mediated diseases 

Krzyaniak, Joseph F.; Lafontaine, Jennifer A. 

Pfizer Inc. , USA 

U.S. Pat. Appl. Publ., 13 pp. 
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Patent 
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IT 



of 

RN 
CN 



The present invention provides (R) -2- (2- (4-oxazol-4-yl-phenoxy) ethylamino) - 
l-pyridin-3-ylethanol tosylate salt (I), the monohydrate of such salt, 
processes useful in the preparation of these compds . , pharmaceutical compns 
comprising them, and methods of treating p3-adrenergic 
receptor-mediated diseases, conditions, and disorders by using theses 
compds . Thus, (R) -2- (2- (4-oxazol-4-yl-phenoxy) ethylamino) -l-pyridin-3- 
ylethanol in MeOH was treated with p-toluenesulf onic acid monohydrate to 
give I . 
591214—75""4P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 
( p r epa r at i on o f--( oxazoiyiphenox^^^^^^^ 

p3-adrenergic receptor-mediated diseases) 
591214-75-4 CAPLUS ^ . i 

Pyridine, 3- [ (IR) -2-bromo-l- [ [ (X, 1-dimethylethyl) dimethylsilyl] oxy] ethyl] - 

(9CI) (CA INDEX NAME) 
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NCMe2CH2-V 



-NHSO2N 



OH 



CI 



II 



AB Sulf amides ROCHArCH2NRlCR2R3CH2XC6H4NR5S02NR6R7 [Ar = (un) substituted 
aryl, heteroaryl; R = H, protective group; Rl = H, alkyl, protective 
group; RRl = bond; R2, R3, R5 = H, alkyl; R6, R7 = h, (un) substituted 
alkyl, cycloalkyl, heterocyclic, aryl, heteroaryl; NR6R7 = cyclic ammo; X 
= bond, 0, S, S(0), S02, (un) substituted NH; in which the benzene ring may 
be further substituted by halogen, CN, (un) substituted alkyl, alkoxyjwere 
prepared for use in the treatment of diseases dependent on the signaling 
pathways associated with p-adrenergic receptors, such as obesity, 
diabetes, hypertension, gastrointestinal hypo- or hyper-motility and 
cardiovascular diseases. Thus, 4-02NC6H4CH2CMe2NH2 was treated with 
(R) -3-chlorostyrene oxide, cyclized to the nitrophenyloxazolidinone, the 
nitro group reduced to amine, and treated with 1-piperidinesulf amoyl 
chloride to give the oxazolidine I which was treated with KOH to give the 
title compound II. All the products showed selective p3-adrenergic 
activity. 
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CN 3-Pyridineethanol, 6-chloro-p- [ [ ( 1, 1-dimethylethyl) dimethylsilyl] oxy] - 
, 4-methylbenzenesulfonate (ester), (PR)- (9CI) (CA INDEX NAME) 
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AB The invention provides p3-adrenergic receptor agonists (no data) of 

structural formula I [wherein Ar = pyridyl, oxazolyl, thiazolyl, or Ph; R 
= H, OH, oxo, halo, CF3, alkyl, alkoxy, cycloalkyl, NH2 or certain 
derivs., sulfonyl groups; Rl =.H, alkyl, halo, alkoxy, OH; R2, R3, R4 - H, 
alkyl; R5 = 5- or 6-membered heterocycle with 1-4 N/O/S atoms; R6, R7 - H, 
halo, cyano, oxo, acyl, C02H or derivs., OH, NH2 or derivs., 
(un) substituted alkyl, etc.; R8 = H, alkyl, halo; X = direct bond or 0; Y 
= direct bond, alkylene, 0CH2, CH20, or 0; with provisos], as well as the 
stereoisomers and prodrugs thereof, and the pharmaceutically acceptable 
salts of the compds . , stereoisomers, and prodrugs . The invention further 
provides intermediates useful in the preparation of I, as well as 

therapeutic . ..u / 4-u \ 

combinations of I and/or their stereoisomers /prodrugs/salts , wxth (other) 
anti-obesity agents. Over 60 invention compds. and 40 intermediates are 
named individually in claims. Exemplary prepns . of many intermediates and 
several invention compds. are given. For instance, reaction of 
(R)-2-chloro-5-oxiranylpyridine with 2- [4- ( 4-phenylthiazol-2-' 
yl)phenoxy]ethylamine (preparation given) in EtOH at 80^ gave 50% title 
compound (R)-II. 

IT 41686Q--25--8, Toluene-4-sulf onic acid 2- ( 6- (acetylamino) pyridin-3- 
yl) -2- [ (tert-butyldimethylsilanyl) oxy] ethyl ester 
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10/684146 



RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(precursor; preparation of a-arylethanolamines as p3-adrenergic 
receptor agonists, useful as drugs and agents for increasing lean meat 
content in animals) 
RN 416860-25-8 CAPLUS 

CN Acetamide, N- [5- [ 1- [ [ ( 1, 1-dimethylethyl) dimethylsilyl] oxy] -2- [ [ (4- 

methylphenyl)sulfonyl]oxy] ethyl] -2-pyridinyl]- (9CI) (CA INDEX NAME) 



Me 




NHAc 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Several processes for preparing various pyridine derivs. are claimed. The 
products are used as intermediates in the synthesis of known 
p-adrenergic receptor agonists. In particular, the halide and 
sulfonate ester intermediates I are prepared, and are used in the synthesis 
of the amino ales. II [wherein n = 0-3; Rl = H, halo; R2 = H, halo, CF3, 
cyano, SR4, 0R4, S02R4, 0C0R5, (un) substituted alkyl; R3 = 
tetrahydrofuranyl, tetrahydropyranyl , or silyl protecting group; X = halo, 
0S03Me, 0S02Ph, OS02C6H4Me-p, OS02C6H4N02-m, 0S02C6H4N02-p; R4, R5 = H, 
(un) substituted alkyl, alkoxy, (hetero) cycloalkyl, (hetero) aryl ; or R5 = 
N(R4)2; R6 = C0R7 or C02R7; R7 = alkyl; Y - sidechains containing specified 
benzene, indene, benzofuran, indole, benzimidazole, and analogous aromatic 
nuclei] . For example, 2-chloro-5-cyanopyridine was reduced with Dibal-H 
to give the 5-aldehyde, which was methylenated with Ph3P+MeBr- and 
KOBu-tert to give 2-chloro-5-vinylpyridine . The vinyl compound was 
dihydroxylated with AD-mix-p® to give the (R)-diol, which was 
O-tosylated with p-MeC6H4S02Cl and then silylated with tert-BuSiMe2Cl to 
gi ve the intermediate III. Coup 1 i ng of III wit h 4 - ni troph enethylami ne , 
protection with di-tert-Bu di'carbbnate, and reduction" of "the nitro gToup- " 

with 

concomitant dechlorination gave the final, silylated intermediate IV. 

IT 364080-73-9P 364080-77-3P 

RL: IMF (Industrial manufacture) ; RCT (Reactant) ; SPN (Synthetic 
preparation); PREP (Preparation); RACT (Reactant or reagent) 

(intermediate; processes for preparing substituted pyridines useful as 
intermediates for p-adrenergic receptor agonists) 
RN 364080-73-9 CAPLUS 

CN 3-Pyridineethanol, 6-chloro-p- [ [ (1, 1-dimethylethyl) dimethylsilyl] oxy] - 
, 4-methylbenzenesulfonate (ester), (PR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




Me 



RN 364080-77-3 CAPLUS 
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CN 3-Pyridineethanol, p- [ [ ( 1, 1-dimethylethyl) dimethylsilyi] oxy] -/ 
4-methylbenzenesulfonate (ester), (PR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




Me Me 
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to derivatized 4-hydroxymethylquinolines, and subsequent coupling with 
phenols or haloarenes. The aryloxylepidines generally showed moderate 
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AB The title compds . [I; X, Y = alkyl, alkoxy, halo, etc.; Z = H, F; V - O, 
son, NR3; W = alkyl, alkenyl, Ph, etc.; Rl, R2 = H, alkyl, cycloalkyl, 
etc.; NR1R2 = (un) substituted 4-8 membered saturated azacyclic ring 

optionally 

incorporating one further heteroatom selected from 0, S or NR8, 5-meinbered 
aromatic azacyclic ring optionally incorporating one further N atom; R3 = 
alkyl; R8 = H, alkyl, etc.; n = 0-2] and their pharmaceutically acceptable 
salts which are inhibitors of nitric oxide synthase and are thereby 
particularly useful in the treatment or prophylaxis of inflammatory 
disease and pain, were prepared E.g., a 4-step synthesis of ( IR) -I . oxalate 
[X = CI; Y = CN; Z = H; V = O; W = Ph; Rl = H; R2 = Me] was given. The 
exemplified compds. I {with the exception of one) showed IC50 of < 40 
HM against nitric oxide synthase. 



IT 357443-84-6P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of novel phenylheteroalkylamines as inhibitors of nitric 

oxide 

synthase) 
RN 357443-84-6 CAPLUS 

CN Benzonitrile, 4-chloro-2- [4-iodo-l- (2-pyridinyl) butoxy] - (9CI) (OA INDEX 
NAME) 
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AB Title compds. [I; X = CR5; Y = CR51; Z = O, SO, S02, NR6, CR7R8; R1-R4 
= OH, N02, halo, iodo, alkyl, alkoxy, haloalkyl, etc.; V = CR7R8; A = 
(unsatd. ) (substituted) (heteroatom-interrupted) hydrocarbyl, cycloalkyl, 
Ph, furyl, pyridyl, pyrimidinyl, naphthyl, pyrazolyl, etc.; R5 = H, Cl, 
Me; R51 = H, CI, Br; R6 = H, alkyl, acyl; R7, R8 = H, alkyl, alkenyl, 
acyl, cyano, OH; R7R8C = carbocyclyl] , were prepared Thus, 
4-bromomethyl-8-chloroquinoline was stirred overnight with NaH and 
4-fluorophenol in THF to give 51.2% 4- [ ( 4-f luorophenoxy) methyl] -8- 
chloroquinoline. Several I at 6.25-400 ppm gave 50-100% control of 
Erysiphe graminis on wheat seedlings. 
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Preparation of 4-substituted quinolines as plant 
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AB R3NHZCH(OR2) CH2R1 (Z = pyridine-2 , 5-diyl throughout) [Rl = halo, 0S02Me, 

0S02Ph, etc.; R2 = tetrahydrofuranyl, -pyranyl, silyl protecting group; R3 
= (un) substituted alkanoyl or -Bz] were prepared as intermediates for 
p3-adrenergic agonists. Thus, N- (5-vinyl-2-pyridinyl) acetamide 
(preparation given) was asym. dihydroxylated and the mono-tosylated product 
0-protected to give (R) -AcNHZCH (OSiMe2CMe3) CH20S02C6H4Me-4 . Conversion of 
the latter to aforementioned p3-adrenergic agonists was given. 

IT 263898-20-OP 
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preparation); PREP (Preparation); RACT (Reactant or reagent) 
(preparation of 2-aminopyridines as drug intermediates) 
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CN Acetamide, N-[5-[ (lR)-l-[ [ ( 1, 1-dimethylethyl) dimethylsilyl] oxy] -2- [ [ (4- 
methylphenyl)sulfonyl]oxy] ethyl] -2-pyridinyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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AB The title compds . [I; X = CR5 (wherein R5 = H, Cl, Me); Y = CR5 (R5 = H, 
CI, Br); Z = O, S, SO, S02, NR6 {R6 = H, Cl-4 alkyl, Cl-4 acyl, etc.); V 
CR7R8 (R7, R8 = H, Cl-4 alkyl, Cl-4 alkenyl, etc.; R7R8 form a carbocycli 
ring containing 4-6 carbon atoms); A = Cl-4 (un) substituted (un) saturated 

a lkyl, 

C3-8 cycloalkyl/"cycToalkenyrr (un)^^s^^ Ph, etc.; R1-R4 =" H, OH, 

N02, etc.], useful as plant fungicides, were prepared Thus, treatment of 
4-hydroxymethyl-7-chloroquinoline with NaH in THF followed by addition of 
2-chloro-3-trifluoromethylpyridine afforded I [X = Y = CH; V = CH2; Z = O 
A = 3-trifluoromethyl-2-pyridyl; R3 = Cl; Rl = R2 = R4= H] which showed 
50-100% control against wheat powdery mildew at 100 ppm. 

IT 203261-23-8P 

RL: AGR (Agricultural use); BAC (Biological activity or effector, except 
adverse); BSU (Biological study, unclassified); SPN (Synthetic 
preparation); BIOL (Biological study); PREP (Preparation); USES (Uses) 
(preparation of 4-substituted quinolines having fungicidal activity) 
RN 203261-23-8 CAPLUS 

CN Quinoline, 7-chloro-4- [2 , 2, 2-trif luoro-1- [ (5-fluoro-2- 
pyrimidinyDoxy] ethyl]- (9CI) (CA INDEX NAME) 
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US 1995-445630 A2 19950522 

US 1996-684901 A 19960725 

WO 1997-US11999 W 19970721 

OTHER SOURCE (S): MARPAT 128:102082 

GI 



( Rl ) nACH { OH ) CH2NHCR2 R3Xni 




Nr6S02 (CH2)pR'^ 



AB Substituted sulfonamides I [n = 0-5; m = 0, 1; p = 0-3; A - 5- or 

6-meinbered heterocyclic ring or a fused heterocyclic ring; Rl = OH, oxo, 
halo, cyano, alkyl, etc.; R2, R3 = H, alkyl; X = CH2, CH2CH2, CH:CH, CH20; 
R4, R5 = H, alkyl, halo, etc.; R6 = H, alkyl; R7 = Z{Rla)n with 
Rla = Rl, cycloalkyl, substituted Ph, heterocyclyl and Z = Ph, 
naphthyl, etc.], selective p3 adrenergic receptor agonists with very 
little pi and p2 adrenergic receptor activity (no data) , were 
prepared The compds . thus have potent activity in the treatment of Type II 
diabetes and obesity. The compds. are prepared by coupling an 
aminoalkylphenyl-sulfonamide with an appropriately substituted epoxide. 
E.g., reaction of (3-methyl-5-isoxazolyl) oxirane and 4-02NC6H4CH2CH2NH2, 
foll owed by Boc protection, gave N- [2- [4- (aminophenyl) ] ethyl] -2-hydrox y"2- 
{^y-^rnethylisoxazol^^ ""^^"^ 
latter was reacted with 5- ( 1- (4-octylthiazol-2-yl) indolinesulf onyl 
chloride, followed by deprotection, to give N- [ 4- [ 2- [ [2-hydroxy-2- 
methylisoxazol-4-yl ) ethyl] amino] ethyl] phenyl] -1- ( 4-octylthiazol-2-yl ) -5- 
indolinesulf onamide . 

IT 201470-61-3P 201470-74-8P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of substituted sulfonamides as selective p-3 agonists for 
the treatment of diabetes and obesity) 

RN 201470-61-3 CAPLUS 

CN IH-Pyrrolo [2, 3-b] pyridine-l-carboxylic acid, 5- [2-bromo-l- [[(1,1- 

dimethylethyl) dimethylsilyl] oxy] ethyl] -2, 3-dihydro-, phenylmethyl ester 
(9CI) (CA INDEX NAME) 
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Me 

t-Bu- Si-0 
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Me 

BrCH2-CH 
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C- O— CH2^ Ph 

II 
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RN 201470-74-8 CAPLUS 

CN Furo [2, 3-b] pyridine, 5- [2-bromo-l- [ [ (1, 1-dimethylethyl) dimethylsilyl] oxy] e 
thyl]- {9CI) (CA INDEX NAME) 
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AB The title compds . , [[ (tetrazolylbiphenylyl) methyl] amino] pyridinecarboxylat 
es I (R3 = H, alkyl, halo; R5 == alkyl) were disclosed. Pharmacol, test 
data for I as angiotensin receptor antagonists were reported. 

IT 157361-16-5P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 
(preparation of, as intermediate for 

TITtetrazoIyrbiphen^^ " 

ridinecarboxylate) 
RN 157361-16-5 CAPLUS 

CN 2-Pyridinamine, N-propyl-3- [2, 2, 2-trif luoro-1- [ (trimethylsilyl) oxy] ethyl] - 
N- [ [2 ' - [ 1- (triphenylmethyl) -lH-tetrazol-5-yl] [1,1' -biphenyl] -4-yl] methyl] - 
(9CI) (CA INDEX NAME) 



O— SiMes 




\ 

CPh3 



L7 ANSWER 16 OF 16 CAPLUS COPYRIGHT 2004 ACS on STN 

ACCESSION NUMBER: 1982:68256 CAPLUS 

DOCUMENT NUMBER: 96:68256 



Searcher 



Shears 571-272-2528 



10/684146 



TITLE: 



AUTHOR (S) 



CORPORATE SOURCE: 



SOURCE: 



New syntheses of trichloromethyl functional alcohols. 
Studies of their tranquilizing properties 
Deleris^ Gerard; Dunogues, Jacques; Babin, Pierre; 
Galas, Raymond; Bardone, Marie Claude; Guyonnet, Jean 
Claude 
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European Journal of Medicinal Chemistry (1981), 16(6), 



533-7 
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Journal 
French 

CASREACT 96:68256 

CC13CHR0H (I, R = BuC. tplbond. C, Me3SiC, tplbond. C, Me3SiCH2C . tplbond. C, 
PhC.tplbond.C, 3-pyridylethynyl, Et02CCH2, Et2NCOCH2, 2-pyridyl) were 
prepared by treating RSiMe3 with chloral, and methanolysis of Cl3CCHR0SiMe3 
I(R = Et2NCOCH2, 2-pyridyl) had tranquilizing activity comparable to that 
of meprobamate, the pyridine derivative being free of convulsant 
side-effects . 



DOCUMENT TYPE: 
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2004 : 172841 USPATFULL 

Process for preparing substituted pyridnes 
Dow, Robert L., Waterford, CT, UNITED STATES 
Schneider, Steven R. , Stonington, CT, UNITED STATES 
Pfizer Inc (U.S. corporation) 



NUMBER 



KIND 



DATE 
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48 
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2381 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A process for preparing a compound of the formula ##STR1## 

wherein n, R.sup.l, R.sup.2, R.sup.3 and X are as defined above, used as 
an intermediate in the synthesis of p-adrenergic receptor agonists. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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714 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention provides processes useful in the preparation of 

certain p. sub. 3-adrenergic receptor agonists of the structural 
formula ##STR1## 

the pharmaceutically acceptable salts thereof, and the hydrates of said 
pharmaceutically acceptable salts, wherein RET is as described herein. 
The invention further provides intermediates useful in the preparation 



PRIORITY INFORMATION: 

DOCUMENT TYPE: 

FILE SEGMENT: 

LEGAL REPRESENTATIVE: 

NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
LINE COUNT: 
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of such agonists, and processes useful in the production of such 
intermediates * 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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NUMBER OF CLAIMS: 

EXEMP LARY CLAIM: 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The instant invention provides p. sub. 3 adrenergic receptor agonists 

of structural Formula (I), ##STR1## 

the stereoisomers and prodrugs thereof, and the pharmaceutically 
acceptable salts of the compounds, stereoisomers and prodrugs, wherein 
Ar, R, R.sub.l, R.sub.2, R.sub.3, R.sub.4, R.sub.5, R.sub.6, R.sub.7, 
R.sub.8, X, and Y, are as defined herein. 

The invention further provides intermediates useful in the preparation 
of the compounds of Formula (I), to combinations of the compounds of 
Formula (I), the stereoisomers and prodrugs thereof, and the 
pharmaceutically acceptable salts of the compounds, stereoisomers and 
prodrugs, with anti-obesity agents; to pharmaceutical compositions 
comprising the compounds of Formula (I), the stereoisomers and prodrugs 
thereof, and the pharmaceutically acceptable salts of the compounds, 
stereoisomers and prodrugs, or pharmaceutical compositions comprising 
the compounds of Formula (I), the stereoisomers and prodrugs thereof, 
and the pharmaceutically acceptable salts of the compounds, 
stereoisomers and prodrugs, and anti-obesity agents; and methods of 
treating p. sub. 3 adrenergic receptor-mediated diseases, conditions, 
or disorders in a mammal which methods comprise administering to the 
mammal an effective amount of a compound of Formula (I), a stereoisomer 
or prodrug thereof, or a pharmaceutical composition thereof; or a 
combination of a compound of Formula (I), a pharmaceutically acceptable 
salt of the compound, stereoisomer, or prodrug, and an anti-obesity 
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agent, or a pharmaceutical composition thereof. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention provides processes useful in the preparation of 

certain p . sub . 3-adrenergic receptor agonists of the structural 
formula ##STR1## 

the pharmaceutically acceptable salts thereof, and the hydrates of said 
pharmaceutically acceptable salts, wherein HET is as described herein. 
The invention further provides intermediates useful in the preparation 
of such agonists, and processes useful in the production of such 
intermediates . 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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AB The present invention provides the tosylate salt of (R) -2- (2- ( 4-oxazol-4 

yl-phenoxy) -ethylamino) -l-pyridin-3-yl-ethanol, the monohydrate of such 
salt, processes useful in the preparation of such salt and such 
monohydrate, pharmaceutical compositions comprising such salt, or such 
monohydrate, methods of treating p. sub. 3-adrenergic 

receptor-mediated diseases, conditions, and disorders in a mammal using 
such salt, such monohydrate, or such pharmaceutical compositions; and 
methods of increasing the content of lean meat in edible animals using 
such salt, such monohydrate, or such pharmaceutical compositions. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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AB A process for preparing a compound of the formula 



##STR1## 



wherein n, R.sup.l, R.sup.2, R.sup.3 and X are as defined above, used as 
an intermediate in the synthesis of p-adrenergic receptor agonists. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB There are provided novel compounds of formula (I), 



NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
LINE COUNT: 



##STR1## 



wherein R.sup.l, R.sup.2, X, Y, V, W and Z are as defined in the 

spe cifi c ation, and pharmaceutically acceptable salts thereof , and 

enantiomers and "racemates 'thereof ; together" with processes for their " 
preparation, compositions containing them and their use in therapy. The 
compounds are inhibitors of nitric oxide synthase and are thereby 
particularly useful in the treatment or prophylaxis of inflammatory 
disease and pain. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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EXEMPLARY CLAIM: 1 

LINE COUNT: 3087 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Sulf amide compounds having formula (I) are described as well as their 

use in the treatment of diseases dependent on the signaling pathways 
associated with p-adrenergic receptors, such as obesity, diabetes, 
hypertension, gastrointestinal hypo- or hyper-motility and 
cardiovascular diseases* ##STR1## 
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NUMBER OF CLAIMS: 47 

EXEMPLARY CLAIM: 1 

LINE COUNT: 2383 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A process for preparing a compound of the formula 



##STR1## 



wherein n, R.sup.l, R.sup.2, R.sup.3 and X are as defined above, used as 
an intermediate in the synthesis of P-adrenergic receptor agonists. 
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DOCUMENT TYPE: Utility 
FILE SEGMENT: APPLICATION 

LEGAL REPRESENTATIVE: Gregg C. Benson, Pfizer Inc./ Patent Department, MS 
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NUMBER OF CLAIMS: 22 
EXEMPLARY CLAIM: 1 
LINE COUNT: 3410 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The instant invention provides p. sub, 3 adrenergic receptor agonists 
of structural Formula (I), ##STR1## 

the stereoisomers and prodrugs thereof, and the pharmaceutically 
acceptable salts of the compounds, stereoisomers and prodrugs, wherein 
Ar, R, R.sub.l, R.sub.2, R.sub.3, R.sub.4, R.sub.5, R.sub.6, R.sub.7, 
R.sub.8, X, and Y, are as defined herein. 

The invention further provides intermediates useful in the preparation 
of the compounds of Formula (I), to combinations of the compounds of 
Formula (I), the stereoisomers and prodrugs thereof, and the 
pharmaceutically acceptable salts of the compounds, stereoisomers and 
prodrugs, with anti-obesity agents; to pharmaceutical compositions 
comprising the compounds of Formula (I), the stereoisomers and prodrugs 
thereof, and the pharmaceutically acceptable salts of the compounds, 
stereoisomers and prodrugs, or pharmaceutical compositions comprising 
the compounds of Formula (I), the stereoisomers and prodrugs thereof, 
and the pharmaceutically acceptable salts of the compounds, 
stereoisomers and prodrugs, and anti-obesity agents; and methods of 
treating p. sub. 3 adrenergic receptor-mediated diseases, conditions, 
or disorders in a mammal which methods comprise administering to the 
mammal TrT e^f^^ ( I a~ s ^ s omer 

or prodrug thereof, or a pharmaceutical composition thereof; or a 
combination of a compound of Formula (I), a pharmaceutically acceptable 
salt of the compound, stereoisomer, or prodrug, and an anti-obesity 
agent, or a pharmaceutical composition thereof. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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AB The instant invention relates to intermediates of Formula II, ##STR1## 

wherein R.sup.l, R.sup.2 and R.sup.3 are as defined in the 
specification, and to processes for preparing such intermediates. This 
invention also relates to processes for preparing compounds of Formula 
III, ##STR2## and enantiomers thereof, wherein R.sup.2, R.sup.3 and 
R.sup.4 are as defined in the specification. Compounds of Formula II and 
Formula III are intermediates in the preparation of a potent 
p. sub, 3 adrenergic receptor agonist. The instant invention also 
relates to processes for preparing the p. sub. 3 adrenergic receptor 
agonist using the compounds of Formula II and Formula III- 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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EXEMPLARY CLAIM: 1 
LINE COUNT: 741 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB This invention provides compounds of formula (1) 

substituents are described in the specification. 

formula (1) are plant fungicides. 



##STR1## wherein the 
The compounds of 
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The instant invention relates to intermediates of Formula II, 



Benson, Gregg C, Ronau, Robert 



NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
LINE COUNT: 
CAS 
AB 



##STR1## 



wherein R.sup.l, R.sup.2 and R.sup.3 are as defined in the 
specification, and to processes for preparing such intermediates. This 
invention also relates to processes for preparing compounds of Formula 
III, ##STR2## and enantiomers thereof, wherein R.sup.2, R.sup.3 and 
R.sup.4 are as defined in the specification. Compounds of Formula II and 
Formula III are intermediates in the preparation of a potent 
p. sub. 3 adrenergic receptor agonist. The instant invention also 
relates to processes for preparing the p. sub. 3 adrenergic receptor 
agonist using the compounds of Formula II and Formula III. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Substituted sulfonamides are selective p. sub. 3 adrenergic receptor 
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receptor activity and as such the compounds are capable of increasing 
lipolysis and energy expenditure in cells. The compounds thus have 
potent activity in the treatment of Type II diabetes and obesity. The 
compounds can also be used to lower triglyceride levels and cholesterol 
levels or raise high density lipoprotein levels or to decrease gut 
motility. In addition, the compounds can be used to reduced neurogenic 
inflammation or as antidepressant agents. The compounds are prepared by 
coupling an aminoalkylphenyl-sulf onamide with an appropriately 
substituted epoxide. Compositions and methods for the use of the 
compounds in the treatment of diabetes and obesity and for lowering 
triglyceride levels and cholesterol levels or raising high density 
lipoprotein levels or for increasing gut motility are also disclosed. 
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AB Compounds are disclosed having the formula: ##STR1## The compounds of 

the invention are angiotensin II receptor antagonists. 
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